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DETAILED ACTION 

1 . The response filed on September 1 5, 2009 to the restriction requirement of July 
21, 2009 has been received. Applicant has elected Group I, claims 1-10 and 16-24, and 
the species of breast cancer, breast tissue, and surgery for examination. Because 
Applicant did not distinctly and specifically point out any errors in the restriction 
requirement, the election has been treated as an election without traverse (MPEP 
818.03(a)). 

Claims 1-10 and 16-25 are pending. Claim 25 has been withdrawn from further 
consideration by the examiner under 35 CFR 1.142(b) as being drawn to non-elected 
inventions. Claims 6, 7, 10, and 20-24 are withdrawn as being drawn to non-elected 
species. Claims 1-5, 8, 9, and 16-19 are currently under prosecution as drawn to the 
elected species of breast cancer, breast tissue, and surgery. 

Claim Rejections - 35 USC §112 

The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification shall contain a written description of the invention, and of the manner and process of 
making and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the 
art to which it pertains, or with which it is most nearly connected, to make and use the same and shall 
set forth the best mode contemplated by the inventor of carrying out his invention. 

2. Claims 3-5, 8, 9, 1 6-1 9 are rejected under 35 U.S.C. 1 1 2, first paragraph, as 
failing to comply with the enablement requirement. The claim(s) contains subject matter 
which was not described in the specification in such a way as to enable one skilled in 
the art to which it pertains, or with which it is most nearly connected, to make and/or use 
the invention. 
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The factors to be considered in determining whether undue experimentation is 
required are summarized In re Wands 858 F.2d 731, 8 USPQ2nd 1400 (Fed. Cir, 1988). 
The court in Wands states: "Enablement is not precluded by the necessity for some 
experimentation such as routine screening. However, experimentation needed to 
practice the invention must not be undue experimentation. The key word is 'undue,' not 
'experimentation.' " (Wands, 8 USPQ2d 1404). Clearly, enablement of a claimed 
invention cannot be predicated on the basis of quantity of experimentation required to 
make or use the invention. "Whether undue experimentation is needed is not a single, 
simple factual determination, but rather is a conclusion reached by weighing many 
factual considerations." (Wands, 8 USPQ2d 1404). The factors to be considered in 
determining whether undue experimentation is required include: (1) the quantity of 
experimentation necessary, (2) the amount or direction or guidance presented, (3) the 
presence or absence of working examples, (4) the nature of the invention, (5) the state 
of the prior art, (6) the relative skill of those in the art, (7) the predictability or 
unpredictability of the art, and (8) the breadth of the claims. 

The claims are drawn to a method of preventing a prolactin receptor-related 
condition in a subject in need of such prevention, comprising: administering to said 
subject a human growth hormone-based prolactin receptor antagonist and zinc in an 
amount effective to treat such condition. 

The specification discloses that a "prolactin receptor-related condition" refers to a 
condition affected by either systemically or locally increased prolactin concentrations or 
activity, or locally increased prolactin receptor number or activity, and examples include 
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cancers such as breast tumors (p. 7-8, [0030]). The specification discloses that 
"prevention" refers to a reduction in a patient's risk of acquiring a prolactin-related 
condition, wherein the patient has either a genetic predisposition to a prolactin receptor- 
related condition or a non-genetic predisposition to the prolactin receptor-related 
condition. Prevention of breast cancer or prostate cancer also includes actively 
intervening as described herein prior to onset to prevent such onset of the disease (p. 
10, [0042]). The specification discloses a long list of possible human growth hormone- 
based prolactin receptor antagonists, including mutant G120R (p. 17-20, [0071-0079]). 
The specification discloses a prophetic example for treating breast cancer comprising 
administering a "growth hormone-based prolactin receptor antagonist plus active zinc 
supplementation" (Example, section 7, p. 46-48). The specification provides no working 
examples for the prevention of any prolactin receptor-related conditions in a subject 
including breast cancer. 

In relevant art, Fuh et al (J of Biological Chemistry, 1995, 270:13133-13137) 
demonstrate antagonistic activity of human growth hormone mutant G120R on the 
growth of human breast cancer cells in vitro and show that adding zinc to the cells 
increases the affinity of G120R to prolactin receptor and increases the inhibitory effect 
of G120r on breast cancer cell growth (p. 13135, col. 2; Figure 3; p. 13136, col. 1, first 
paragraph; p. 13137, col. 1). Although antagonistic activity of G120R and zinc are 
demonstrated on the growth of breast cancer cells in vitro, the growth of the cells was 
not prevented. 
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One cannot extrapolate the disclosure of the specification to the enablement of 
the claims because the specification provides no guidance or examples for the claimed 
method to predictably prevent any prolactin receptor-related conditions in a subject 
including breast cancer. Further, the art (Fuh et al above) demonstrate that the 
administration of G120R and zinc was not able to prevent cell growth, but rather, slowed 
cell proliferation. A high quantity of experimentation would be required to determine 
what human growth hormone-based prolactin receptor antagonist in combination with 
zinc would function to predictably prevent a prolactin receptor-related condition in a 
subject including breast cancer and no relevant art teaches the enablement of such 
prevention. 

Therefore, in view of the state of the art, the quantity of experimentation 
necessary, the lack of guidance in the specification, and the absence of working 
examples, it would require undue experimentation for one skilled in the art to practice 
the invention as claimed. 

Claim Rejections - 35 USC § 103 

The following is a quotation of 35 U.S.C. 1 03(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 
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3. Claims 1-5, 8, 9, 16, and 18 are rejected under 35 U.S.C. 103(a) as being 
unpatentable over US Patent 6,429,186, Fuh et al, issued August 6, 2002, in view of 
Fuh et al (J of Biological Chemistry, 1995, 270:13133-13137). 

It is noted that the specification defines breast cancer as a prolactin receptor- 
related condition (p. 8, line 2, [[0030]). 

It is noted that the preamble recitation of a method for "preventing a prolactin 
receptor-related condition" is merely suggestive of an intended use of the method and is 
not given weight for purposes of comparing the claims with the prior art. The claims 
read on the active steps perse, which are administering to a subject a human growth 
hormone-based prolactin receptor antagonist and zinc (see MPEP 21 1 1 .02). 

US Patent 6,429,186 ('186) teaches a method of treating breast cancer in a 
patient comprising administering human growth hormone mutant G120R that binds to 
and antagonizes prolactin receptor (col. 5, lines 13-22; Figures 16-18; col. 24, lines 8- 
14; Example 12; claims 1, 2, and 6). '186 exemplifies decreasing breast cancer cell 
growth comprising administering G120R (Example 12; Figures 16-18). '186 
demonstrates that the addition of zinc, ZnS0 4 , increased the antagonistic effect of 
G120R on breast cancer cell growth (Figure 17b), teaches zinc is required for binding of 
human growth hormone to the prolactin receptor (col. 42, lines 34-35), and teaches that 
zinc increases the affinity of human growth hormone to the prolactin receptor (Example 
12). '186 teaches methods of sustained release drug administration (col. 23, line 21 to 
col. 24, line 6). '186 teaches the human growth hormone mutant can be formulated and 
dosed in a fashion consistent with good medical practices, taking into account the 
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clinical condition of the patient, the site of delivery of the drug, and the method of 
administration (col. 24, lines 30-40). 

'186 does not teach administering zinc to the breast cancer patient in addition to 
the G120R human growth hormone mutant or that both are formulated in a sustained 
release formulation. 

Fuh et al demonstrate human growth hormone mutant G120R inhibited the 
growth of breast cancer cells (Figure 3; p. 13135, col. 2) and the addition of zinc, 
ZnS0 4 , increased the antagonistic effect of G120R on breast cancer cell growth (p. 

13136, col. 1, first paragraph; Figure 3D). Fuh et al suggest administering G120R to 
breast cancer patients for treatment, and suggest increasing the affinity of G120R for 
the prolactin receptor to make it a more potent antagonist, otherwise very high levels of 
antagonist would be required for clinical use for any substantial growth inhibition (p. 

13137, col. 2). 

It would have been prima facie obvious to one of ordinary skill in the art at the 
time the invention was made to and one would have been motivated to administer zinc 
in combination with human growth hormone mutant G120R to breast tissue for the 
treatment of breast cancer in a subject because G120R inhibits the growth of breast 
cancer cells and zinc is required for binding of G120R to prolactin receptors in breast 
cancer. One of ordinary skill in the art would have a reasonable expectation of success 
treating breast cancer in a subject comprising administering zinc and G120R given '186 
and Fuh et al demonstrate the addition of zinc increased the antagonistic effect of 
G120R on breast cancer cell growth. 
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It would have been prima facie obvious to one of ordinary skill in the art at the 
time the invention was made to and one would have been motivated to include the zinc 
with the G120R sustained release formulation taught by '186 in order to make the 
administration of two agents more efficiently as one administration. One would have a 
reasonable expectation of success combining zinc with the G120R sustained release 
formulation given '186 teaches such methods of drug formulation and administration are 
known in the art and provides numerous examples. 

4. Claim 17 is rejected under 35 U.S.C. 103(a) as being unpatentable over US 
Patent 6,429,186, Fuh et al, issued August 6, 2002, and Fuh et al (J of Biological 
Chemistry, 1995, 270:13133-13137) as applied to claims 1-5, 8, 9, 16, and 18 above, 
and further in view of Aamodt et al (The American J of Clinical Nutrition, 1979, 32:559- 
569). 

The claim is drawn to the method of claim 16 wherein said zinc is administered 

orally. 

Fuh et al and '186 (the combined references) teach a method of treating breast 
cancer (a prolactin receptor-related condition) in a subject comprising administering zinc 
and G120R in a sustained release formulation as set forth above. 

The combined references do not teach administering the zinc orally. 
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Aamodt et al teach the administration of zinc orally is known and teach that there 
is no difference in metabolism of zinc whether administered intravenously or orally 
(abstract). 

It would have been prima facie obvious to one of ordinary skill in the art at the 
time the invention was made to and one would have been motivated to administer zinc 
orally in the method of the combined references because Aamodt et al teach that zinc 
administration orally is known. One would have a reasonable expectation of success 
administering zinc orally in the method of the combined references because Aamodt et 
al demonstrate successful delivery of zinc orally to patients, and zinc metabolism was 
unaffected by route of administration. 

5. Claim 19 is rejected under 35 U.S.C. 103(a) as being unpatentable over US 
Patent 6,429,186, Fuh et al, issued August 6, 2002, and Fuh et al (J of Biological 
Chemistry, 1995, 270:13133-13137) as applied to claims 1-5, 8, 9, 16, and 18 above, 
and further in view of Chen et al (Clinical Cancer research, 1999, 5:3583-3593). 

The claim is drawn to the method of claim 4 wherein said antagonist and zinc are 
administered in combination with surgery. 

Fuh et al and '186 (the combined references) teach a method of treating breast 
cancer (a prolactin receptor-related condition) in a subject comprising administering zinc 
and antagonist G120R as set forth above. 

The combined references do not teach combining surgery with the method of 
treating breast cancer. 
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Chen et al teach that for decades, the primary therapy for women with breast 
cancer has been surgery (p. 3583, col. 1, first paragraph). 

These references suggest the importance of each of these methods in breast 
cancer treatment. However, the references are deficient in that they do not teach using 
these methods together. It would have been prima facie obvious to one of ordinary skill 
in the art at the time the invention was made to use the zinc and G120R antagonist 
taught by the combined references and the surgery agent taught by Chen et al in 
combination in order to treat breast cancer. One of ordinary skill in the art would have 
been motivated to use the zinc/G120R and surgery in combination in a method of 
treating breast cancer in view of the importance of eliminating tumor cells. Each of 
these methods had been taught by the prior art to be effective in the treating breast 
cancer or inhibiting breast cancer proliferation, thus the instant situation is amenable to 
the type of analysis set forth in In re Kerkhoven , 205 USPQ 1069 (CCPA 1980) wherein 
the court held that it is prima facie obvious to combine two modes of treatment, each of 
which is taught by the prior art to be useful for the same purpose in order to make a 
protocol that is to be used for the very same purpose since the idea of combining them 
flows logically from their having been individually taught in the prior art. Applying the 
same logic to the instant process claims and composition claim, given the teaching of 
the prior art of processes using either zinc/G120R or surgery in the process of treating 
breast cancer, it would have been obvious to treat breast cancer with both zinc/G120R 
and surgery because the idea of doing so would have logically followed from their 
having been individually taught in the prior art to be useful as methods for the same 
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purpose of treating breast cancer. One of ordinary skill in the art would have 
reasonably expected to obtain effective treatment of breast cancer with either or both of 
these methods since both are taught in the prior art to be used for treating breast 
cancer. 

6. Conclusion: No claim is allowed. 



7. Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to LAURA B. GODDARD whose telephone number is 
(571)272-8788. The examiner can normally be reached on 7:00am-3:30pm. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Larry Helms can be reached on 571-272-0832. The fax phone number for 
the organization where this application or proceeding is assigned is 571-273-8300. 
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Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 



/Laura B Goddard/ 

Primary Examiner, Art Unit 1642 



